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Background:Lower respiratory tract infection (LRTI) including Community-acquired pneumonia (CAP) is a common
infectious disease that is associated with significant morbidity and mortality. The paterns of aetiological pathogens
difer by region and country. Special atention must be paid to CAP in Southeast Asia (SEA), a region facing rapid
demographic transition. Estimates burden and aetiological paterns of CAP are essential for the clinical and public
health management. The purposes of the study are to determine the incidence, aetiological pathogens, clinical
pictures and risk factors of community-acquired pneumonia (CAP) in the Vietnamese adult population.
Methods:A prospective surveilance for hospitalised adult CAP was conducted in Khanh Hoa Province, Central
Vietnam. Al adults aged≥15 years with lower respiratory tract infections (LRTI) admited to a provincial hospital from
September 2009 to August 2010 were enroled in the study. Patients were classified into CAP and non-pneumonic LRTI
(NPLRTI) according to the radiological findings. Bacterial pathogens were identified from sputum samples by the
conventional culture and polymerase chain reaction (PCR) forStreptococcus pneumoniae,Haemophilus influenzae,
andMoraxela catarhalis; 13 respiratory viruses were identified from nasopharyngeal specimens by PCR.
Results:Of al 367 LRTI episodes examined, 174 (47%) were CAP. Older age, the presence of underlying respiratory
conditions, and higher index score of smoking were associated with CAP. The one-year estimated incidence of
hospitalised adult CAP in our study population was 0.81 per 1,000 person years. The incidence increased considerably
with age and was highest among the elderly. The case fatality proportion of hospitalised CAP patients was 9.8%.
Among 286 sputum samples tested for bacterial PCR, 79 (28%) were positive forH.influenzae, and 65 (23%) were
positive forS.pneumoniae. Among 357 samples tested for viral PCR, 73 (21%) were positive for respiratory viruses;
influenza A (n = 32, 9%) was the most common.
Conclusions:The curent adult CAP incidence in Vietnam was relatively low; this result was mainly atributed to the
young age of our study population.
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Community-acquired pneumonia (CAP) is a major cause
of morbidity and mortality in adults [1,2]. Worldwide,
lower respiratory tract infections (LRTIs) including pneu-
monia are the third highest cause of death in adults, and
1.8 milion people aged≥15 years die from pneumonia
every year [3]. Studies have shown that the risk of CAP
increases with age and is highest among the elderly, indi-
cating that the burden of this health risk grows as the glo-
bal population ages [4-6]. Special atention must be paid
to CAP in Southeast Asia (SEA), a region facing rapid
demographic transition [7].
From the clinical and public health perspectives, esti-
mates of the overal health care burden and aetiological
paterns of CAP are essential [1,2]. According to a recent
systematic review, the paterns of aetiological pathogens
difer by region and country [8]. In SEA, the overuse of
antibiotics may be associated with diferent pathogen
distributions [9-12]. As a result of these diferences, the
empirical antimicrobial therapy and vaccination (e.g., 23-
valent pneumococcal polysaccharide vaccine and influenza
vaccine) programmes recommended in Western countries
may not be directly applicable to the adult population in
this region. Complicating the issue, available data on the
epidemiology of CAP are seriously limited in SEA coun-
tries, including Vietnam [11,12].
The major limitation in conducting a CAP study in
resource-limited settings is the lack of sensitive diag-
nostic tools and standardisedclinical data [12,13]. The
recent development of improved microbiological methods,
including polymerase chain reaction (PCR), may over-
come this limitation. One of the advantages of PCR for re-
spiratory pathogens is its ability to identify pathogens in
patients who have already received antimicrobial therapy
[14,15]. Only a few studies have applied this method to
the study of CAP in SEA [12], and no study on adult CAP
has been reported from Vietnam.
Theaimsofthisprospectivesurveilancewere1)to
estimate the incidence of hospitalised adult CAP, 2) to
determine the causative viral and bacterial pathogens of
CAP, and 3) to describe the clinical features of CAP in
Vietnam and 4) to identify the risk factors that influence
the severity of LRTI among Vietnamese adults. We used
standardised case definitions and applied comprehensive
and sensitive molecular diagnostic techniques.
Methods
Study population and hospital
Nha Trang is the capital city of the Khanh Hoa Province in
South-Central Vietnam. Temperatures are high throughout
the year (average 26°C), and the rainy season is from
September through December. According to the Vietnam
Population and Housing Census and our previously con-
ducted population-based survey, the total mid-year pop-ulation in the city in 2009 was 392,279, with76% of≥15
years and 6.4% of≥65 years old [16,17]. Influenza vaccine
and pneumococcal polysaccharide vaccine had not been
included in the national immunisation programme at the
time of the study. The introduction of theH.influenzae
type b (Hib) conjugate vaccine for al infants aged 2, 3, and
4 months did not take place until May 2010.
The Khanh Hoa General Hospital (KHGH) is a pro-
vincial-level referral hospital that provides primary and
tertiary care for residents. According to our previous
survey, the hospital served as the sole provider of hos-
pital care for severe diseases in Nha Trang City [16].
Patient enrolment
Al physicians and infectious disease specialists screened
adult patients hospitalised with acute LRTI. Our target
population was al patients aged≥15 years residing in
Khanh Hoa Province who were hospitalised with any
signs of LRTI from September 1, 2009, through August
31, 2010. A patient was classified as having LRTI if pre-
senting to the hospital with at least two of the folowing
symptoms: (1) fever and/or cough (2) fast and/or dificulty
of breathing, or (3) any additional severe symptoms in-
cluding respiratory rate over 30 per minute, SpO2 under
90%, systolic blood pressure under 90 mmHg, pulse rate
more than 130/min, white blood cel count over 20,000 or
under 4,000 cels/μL, CRP over 20 mg/dl, dehydrated,
altered consciousness and other worse general status.
Patients were excluded from the study if they had been
hospitalised within the previous week, or have been diag-
nosed other than LRTI, or if no interpretable chest X-ray
was obtained. These criteria were based on criteria in
previous studies of CAP and modified considering local
setings [18].
Demographic and clinical information were colected
using a standardised form. The forms were filed out by
the hospital physicians, and the data were verified by one
dedicated research clinician and one research assistant.
Malnutrition was defined as clinicaly apparent weight loss
or skinny and pale appearance accompanied with disabil-
ity or reduction of eating for more than 7 days. Status of
human immunodeficiency virus (HIV) infection was not
routinely tested but positive results in previous test were
noted. Blood, sputum, and flocked nasopharyngeal swab
(NPS) specimens were obtained from the participants im-
mediately after admission and completion of an informed
consent form. Chest X-rays were taken within 48 hours of
admission.
Laboratory testing
The clinical specimens were immediately transported to
the hospital laboratory. Gram staining was performed on
al sputum, and the specimen quality was evaluated ac-
cording to Geckler’s category [19]. Conventional bacterial
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To each of the NPS specimens, 800μlofnormalsaline
(NS) was added for processing; then, 140μl of this fluid
was transferred to a medium containing skim milk, try-
ptone, glucose, and glycerine (STGG media). Another 200
μl of the NPS-saline solution was added to viral transfer
media (VTM). Residual sputum samples and VTM were
stored at−80°C in the hospital laboratory and transported
on ice pack to the Institute of Tropical Medicine at
Nagasaki University, Japan every three months for fur-
ther molecular tests. The sputum samples were tested
by multiplex PCR, which is a conventional PCR with
mixing three sets of pathogen specific primers to iden-
tify three typical pathogenic bacteria:Streptococcus
pneumoniae,Haemophilus influenzae,andMoraxela
catarrhalis. Viral nucleic acid was extracted from
VTM using the QIAamp viral RNA extraction kit and
tested for 13 previously described respiratory viruses: influ-
enza A/B (FLUA, FLUB), respiratory syncytial virus (RSV),
Human adenovirus (HAdV), Human rhinovirus (HRV),
Human bocavirus (HBoV), Human metapneumovirus (HM
PV), Human parainfluenza virus (HPIV) type 1–4, and
Human coronavirus OC43/229E (HCoV) [16].
Definitions of pneumonia
Patients were classified into either CAP or non-pneumonic
lower respiratory tract infections (NPLRTI) according to
the findings of the chest X-rays. As there are no common
criteria to interpret adult chest X-ray, the World Health
Organization’s guideline for childhood pneumonia were
modified to standardize the interpretation algorithm [20].
A senior pulmonologist and two physicians who were
blinded to the clinical course interpreted al chest X-ray
films independently. A case was categorised as CAP if two
or more evaluators agreed on the presence of consolida-
tion. The severity of cases was assessed using CURB65 and
Pneumonia Severity Index (PSI) scores [21].
Estimation of the incidence of CAP
To ensure al CAP cases are counted in the incidence
estimation, we obtained the hospital admission database
with International Classification of Diseases, 10th revi-
sion (ICD-10) coding along with age, gender, date of
admission and discharge and address codes. The cases of
hospitalised ICD-10 coded pneumonia were defined by
ICD-10 codes J10–J18 (ICD-10 coded pneumonia).
LetLadenote the number of actively enroled cases of
LRTI and Cadenote the number of actively enroled
CAP cases with chest X-ray confirmation. LetCddenote
the number of cases with ICD-10 coded pneumonia in
the hospital database. AmongstCdthere were some
cases which had been missed by the active enrolment
and hence no chest X-ray was available to determine
whether they atributed to the total incidence of CAP.Among those cases which were included in bothLaand
Cd(La
d) we determined the proportion (r), with respect
to age group (i) and gender (j), which holds those cases





We assumed that this proportion was the same for the
rest of ICD-10 coded pneumonia cases and calculated
the total number of cases with CAP (CT):
CTI;J½ ¼CaI;J½ þRI;J½ C
dI;J½ −La
dI;J½
Age and gender specific incidenceI[i,j] per 1,000 resi-
dents were calculated using populationP[i,j];
Ii;j½ ¼CTi;j½ =Pi;j½ 1;000
We calculated incidences in age group iof 15–29, 30–
44, 45–64 and 75 years and over for genderjof male
and female. To compare with other studies, additional
estimates for other age groups were also done.
For calculation of the incidence, the population and pa-
tients were limited to Nha Trang residents because those
who reside out of Nha Trang likely to go their own district
level hospitals for mild symptoms.
Definition of 2009pH1N1 influenza season
During the study period, 2009pH1N1 influenza outbreak
occurred from Sep until Dec 2009. No cases with
2009pH1N1 influenza infection were detected from Jan
2010 until the end of the study according to on-going viral
respiratory surveilance in this area [16,22]. Incidence of
CAP in 2009pH1N1 influenza season was defined as cases
detected from Sep to Dec 2009.
Data analysis
The characteristics of patients with CAP and NPLRTI
were compared using the chi-squared test for categorical
variables, a two-tailed unpairedt-test for continuous var-
iables and a nonparametric trend test for ordinal vari-
ables. Cases were excluded from each comparison if the
relevant data were not recorded; imputations for missing
values were not performed in our analyses. The 95%
confidence intervals (CIs) for the incidence estimates
were calculated using Wilson’s score method. The logis-
tic regression analysis was applied to adjust for possible
confounding factors. Al statistical analyses were per-
formed using Stata 12.0 (Stata Corp., USA).
Ethics
This study was approved by the Institutional Review
Board (IRB) of the National Institute of Hygiene and Epi-
demiology, Hanoi, Vietnam, and the IRB of the Institute of
Tropical Medicine, Nagasaki University, Nagasaki, Japan.
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Results
Demographic data and clinical presentation
A total of 367 LRTI episodes were found in 359 patients
who were actively enroled in the study. Five patients
had two episodes each, and one patient had four epi-
sodes. A total of 174/367 (47%) were CAP, and the rest
were NPLRTI (Figure 1). Median age (range) of enroled
cases, CAP and NPLRTI were 42 (15–97), 50 (15–97)
and 34 (16–95) respectively. Table 1 shows a comparison
of demographic and clinical characteristics by endpoints.
Older age≥65 years, history of tuberculosis, malnutri-
tion and higher smoking index (e.g. number of cigaretes
per day multiplied by smoking year) were associated
with CAP.
The majority of both CAP and NPLRTI patients were
classified as mild cases; 66% (73/110) were PSI classes I
or I, 76% (94/124) were CURB65 0 or 1. The PSI and
CURB65 scores were higher in patients with CAP than
in patients with NPLRTI. The median length of hospital-
isation was significantly longer in patients with CAP.
Among 174 CAP cases, 17 patients died (case fatality pro-
portion = 9.8%); eight were aged < 65 years (CFP = 7.3%),
and nine were aged≥65 years (CFP = 15.8%). Six CAP pa-
tients and two NPLRTI patients were transferred to a local
tuberculosis hospital. Malnutrition was observed more in
deceased patients than in those who survived (75.6% vs.
24.4%, p < 0.001). A total of 26% (80/305) of the patients
had received antibiotic treatment within seven days beforeFigure 1Flow chart of case enrolment and alocation.ICD-10; Internati
active surveilance based on admission diagnosis of LRTI and 46 cases were
calculate incidence of pneumonia. Right branch shows retrospective surveilhospitalisation. Younger adults, aged 15–64 years, took
antibiotics before admission more frequently than elderly
patients≥65 years (76/212, 36% vs. 4/93, 4%, p < 0.001),
however, taking antibiotics did not afect the risk of devel-
oping pneumonia in both age groups in the multivariate
logistic regression analysis (P = 0.9).
Incidence of CAP
The number of ICD-10-coded pneumonia cases as iden-
tified from the hospital admission database was 295,
which was three times higher than that of actively en-
roled CAP among Nha Trang residents. This group was
significantly older than the actively enroled CAP group.
Amongst those which were identified by ICD-10 coded
pneumonia, there was no significant diference in the
mean length of hospital stay by each age group between
actively enroled cases and not enroled cases.
The estimated age group-specific incidences of CAP
are shown in Table 2. The incidence of CAP in the eld-
erly aged≥65 years was 4.6 per 1,000 person years (PY)
(95% CI: 3.8–5.5), which was ten times higher than the
incidence in the younger age group; 0.48 (0.41–0.57).
Figure 2 shows sex-specific incidence rates for each age
group. The incidence of CAP in females was higher than
that of males for ages 45–64 years, whereas no gender
diference was observed in the one-year estimated inci-
dence for total adult population.
Aetiology
A total of 323 sputum samples were obtained from ac-
tively enroled 323 cases. Of the 289 tested by bacterialonal Classification of Diseases, 10th revision. Left branch indicates
 excluded. Numbers of patients living in Nha Trang were used to
ance based on discharge diagnosis.




Male sex (%) 91 (52) 93 (48) 0.4
Age≥65 years (%) 57 (33) 39 (20) 0.006
Presence of underlying conditions†(%) 115 (66) 99 (51) 0.004
HIV infection 4 (2) 3 (2) 0.6
History of tuberculosis (%) 13 (7) 3 (2) 0.006
Asthma (%) 11 (6) 13 (7) 0.9
Malnutrition (%) 30 (17) 11 (6) <0.001
Cerebrovascular disease (%) 17 (10) 15 (8) 0.5
Living with children aged <5 years (%) 55 (32) 60 (31) 1.0
Cigarete smoking history
Curent/past smoker (%) 78 (45) 70 (36) 0.1
Curent/past smoker, male (%) 74 (81) 65 (70) 0.07
Smoking index‡, mean ± SD 120 ± 219 63 ± 137 0.003
0–49 (%) 107 (61) 143 (74) 0.014
50–99 (%) 14 (8) 10 (5)
≥100 (%) 53 (30) 40 (21)
Symptomatic period§, mean days ± SD 2 ± 5 2 ± 4 0.5
Preceding antibiotics use/data available (%) 35/147 (24) 45/158 (28) 0.4
Pneumonia severity index∫
I–I (%) 37/62 (60) 36/48 (75) 0.09
II–V (%) 25/62 (14) 12/48 (6)
CURB65 score (n = 124)∫
0 (%) 10/70 (14) 20/54 (37) 0.0043
1 (%) 39/70 (56) 25/54 (46)
2–4 (%) 21/70 (30) 9/54 (17)
Length of hospital stay, median days ± SD 8 ± 7 5 ± 7 0.016
Outcome at discharge
Survived 145 (83) 185(96) <0.001
Transfered to other hospital 12 (7) 3 (2)
Deceased 17 (10) 5 (3)
* Chi-squared tests were used for binary categorical variables, non-parametric trend test were used for ordinary categorical variables and two-tailed unpaired
t-tests were used for numerical variables.
†Underlying conditions include malnutrition, chronic diarhoea, heart disease, chronic lung disease, neuro-nervous disease, renal disease, thalassemia, liver
disease, chronic heart failure, cerebrovascular disease, active tuberculosis, and COPD.
‡The number of cigaretes smoked per day X total duration in years.
§ A period from onset to admission.
∫Pneumonia Severity Index (PSI): Scores range from approximately 10 to 250; higher scores indicate more severe disease. Patients with PSI scores of 70 or fewer
points are classified as classes I to I. CURB65 is the scoring system to add one point for each of confusion, urea >7 mmol/l, respiratory rate >30/min, low systolic
(90 mmHg) or diastolic (60 mmHg) blood pressure, and age >65 years
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PCR, 132 (46%) were positive for at least one bacterial
pathogen, including 19 samples with dual infection and
four with triple infection. In culture,S.aureusandM.
catarrhaliswere the most frequently isolated, folowed
byS.pneumoniae, whereas in PCR,H.influenzaeandS.
pneumoniaewere the most frequently detected, folowed
byM.catarrhalis(Table 3). 252 samples were tested forboth bacterial culture and PCR (Additional file 1: Table
S1). The concordance rate of these tests was 206/252
(81.7%), 190/252 (75.4%) and 238/252 (94.4%) forS.
pneumoniae,H.influenzae, andM.catarrharis, respect-
ively. The numbers of the positive PCRs with negative
bacterial cultures were more than those of positive cul-
tures with negative PCRs for al three bacteria. Overal,
among 323 samples tested for either culture and/or
Table 2 Incidence of CAP among adults by gender and age group, Nha Trang, Vietnam
Characteristics Total estimated CAP* Actively enroled CAP† Population
N Incidence rate‡ N Incidence rate
(95% CI§) (95% CI)
Total 241 0.81 106 0.38 299,000
(0.71–0.91) (0.29–0.43)
Sex
Male 120 0.82 55 0.38 140,321
(0.68–0.98) (0.29–0.49)




15–29 37 0.34 23 0.21 110,288
(0.24–0.46) (0.14–0.31)
30–44 40 0.42 26 0.27 96,427
(0.31–0.57) (0.18–0.40)
45–64 54 0.80 21 0.31 67,178
(0.62–1.05) (0.20–0.48)
65–74 37 2.67 15 1.08 13,885
(1.93–3.67) (0.66–1.78)
≥75 78 6.95 21 1.87 11,222
(5.57–8.67) (1.22–2.86)
* Number of cases estimated using ICD-10 coded hospital database.
†Radiological confirmed pneumonia enroled in our active surveilance.
‡Per 1,000 person years.
§ Confidence interval.
Figure 2The incidence of hospitalised pneumonia per 1,000
persons by age group and gender.Incidence among male
population were showed in solid line and those among female
population were showed in dashed line. 95% confidence interval
of each points were showed in vertical lines.
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gens. The patterns of isolated bacteria were similar be-
tween CAP and NPLRTI. These patterns were also
similar between age groups, except thatP.aeruginosa
wasisolatedmorefrequentlyintheelderly(p=0.031).
Blood cultures were performed for al enroled cases;
Klebsielawas isolated in one case, andS.aureuswas
isolated in two cases. According to Gram staining, only
12% (n = 24/208) of evaluated sputum samples showed
acceptable quality (4 or 5 in Geckler’s category). Even
among these 24 quality-assured sputum samples, only
13% (n/N = 3/24) turned out to be positive by culture,
whereas approximately 52% (n/N = 11/21) were positive
by PCR:S.pneumoniae(n = 5),H.influenzae(n = 4),
andM.catarrhalis(n = 2).
Of 357 NPS samples tested for respiratory viruses, 73
(20%) were positive for some viruses, including one
with dual infection of FLUA and HAdV. FLUA was the
most frequently detected, folowed by HRV (Table 3).
The paterns of detected viruses were similar between
CAP and NPLRTI and between age groups, except that
Influenza B was observed more frequently in younger
adults(p=0.029).
Table 3 The bacterial and viral aetiology of the enroled patients
Number of patients (%)
Case category Age group
Total CAP NPLRTI 15–64 years ≥65 years
(n = 323) (n = 154) (n = 169) (n = 237) (n = 93)
Bacterial culture No. tested 289 135 154 209 80
No. positive 43(15) 22(16) 21(14) 31(15) 12(15)
S.pneumoniae 8(3) 4(3) 4(3) 6(3) 2(3)
M.catarhalis 5(2) 3(2) 2(1) 4(2) 1(1)
H.influenza 10(3) 5(4) 5(3) 8(4) 2(3)
S.aureus 11(4) 3(2) 8(5) 9(4) 2(3)
P.aeruginosa 4(1) 4(3) 0 1(0) 3(4)
K.pneumonia 5(2) 3(2) 2(1) 3(1) 2(3)
Bacterial PCR No. tested 286 135 154 209 80
No. positive 132 (46) 61 (45) 71 (47) 104 (46) 28 (45)
H.influenza 79 (28) 37 (27) 42 (28) 63 (28) 16 (26)
S.pneumonia 65 (23) 31 (23) 34 (23) 51 (23) 14 (23)
M.catarhalis 15 (5) 8 (6) 7 (5) 11 (5) 4 (6)
Respiratory viruses No. tested 357 167 190 264 93
No. positive 73 (20) 27 (16) 46 (24) 59 (22) 14 (15)
Influenza A 32 (9) 10 (6) 22 (12) 26 (10) 6 (6)
Influenza B 13 (4) 5 (3) 8 (4) 13 (5) 0
Rhinovirus 22 (6) 9 (5) 13 (7) 16 (6) 6 (6)
Adenovirus 3 (1) 3 (2) 0 3 (1) 0
RSV 4 (1) 1 (1) 3 (2) 2 (1) 2 (2)
Viral-bacterial co-infection 57 (18) 26 (17) 31 (19) 45 (19) 12 (14)
Figure 3The proportion of viral and bacterial agents identified
from the enroled patients by age group.Pathogens detected in
sputum and/or nasopharyngeal swabs of patients with LRTI. Patients
of 15 to 64 years old were presented in left(A)and those over 65
years old were presented right(B).
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and viral tests, pathogens were identified in 151 (62%).
In 26 (11%) of the cases, both virus and bacterial patho-
gens were detected, but there was no significant associ-
ation between the detection of virus and of bacteria.
HMPV, HBoV, PIV1-4, and HCoV were not detected in
any of our cases. The distribution of identified pathogens
in each age group is shown in Figure 3. The mean dur-
ation from onset to admission was significantly longer in
cases with bacterial infection (mean ± SD: 4.2 ± 5.8 days,
n = 123, p = 0.013) compared with that of cases without
bacterial infection (2.7 ± 3.1 days, n = 122)
Impact of the 2009 influenza pandemic
In Vietnam, the first case of pandemic influenza A
(H1N1) 2009 was reported on May 31, 2009 [23]. In Nha
Trang, the first case was reported in early July 2009, and
the number of reported cases reached a peak in October
and declined until December. After December 2009 until
August 2010, the end of current study, 2009pH1N1 was
not detected. During the pandemic, the monthly incidence
of hospitalised CAP amongst younger adults significantly
increased 1.6 times more than in the other seasons (0.53
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0.25-0.41), whereas the incidence among the elderly de-
creased (2.8, 1.9–4.0 vs. 4.3, 3.4–5.3). Subsequently, the
total incidence of CAP remained stable (0.71, 0.57–0.88




Our study revealed that the one-year estimated inci-
dence of hospitalised CAP among adults aged≥15 years
in Central Vietnam was 0.8 per 1,000 PY. This figure
was, in fact, lower than that of similar studies with chest
X-ray-confirmed pneumonia in the Western world, such
as studies in the USA (patients aged > 45 years: 16 per
1,000 PY vs. 1.8 per 1,000 PY in our study) [24], in
Spain (patients aged≥15 years: 1.2-1.6 per 1,000 PY vs.
0.8 per 1,000 PY) [4,6], in Germany (patients aged≥18
years: 3.7 per 1,000 PY) [25], and in Finland (patients
aged≥50 years: 6.3 per 1,000 PY vs. 2.1 in our study
aged≥50 years) [26].
Several factors explain this diference. First, the defin-
ition of pneumonia varies by study [25]. Certain studies
used chest X-ray findings to determine pneumonia
[4,6,26], whereas others used clinicaly defined criteria or
simply relied on reported cases at the sentinel sites
[24,25]. In our study, we carefuly defined pneumonia
using stringent criteria based on chest X-ray findings;
with these criteria, only 45% of clinicaly diagnosed
LRTIs exhibited consolidation on chest X-rays. Thus,Figure 4The monthly incidence of CAP amongst elderly≥65
years and young adult 15–64 years and number of 2009pH1N1
influenza infections.The 2009pH1N1 season was defined between
September 2009 and December 2009. The bars indicate number of
2009pH1N1 detected in our study. The estimated monthly incidences
per 100,000 population amongst elderlies≥65 years old were showed
in solid line, those amongst young adults in dashed line.our figures are conservative estimates. Second, our study
targeted hospitalised CAP and did not include cases
treated at the outpatient department or at neighbouring
clinics. Since our hospital is only tertiary hospital in this
area, there was a concern that only severe cases were ad-
mited to this hospital. However, the proportions of mild
cases with PSI classes I or I and CURB65 score 0 or 1
were similar to those reported by Capelastegui (CURB65
0–1 69.8%, incidence of CRP 3.1 per 1,000PY) [27] and
Gutiérrez (PSI classes I and I 54.2%, incidence of CAP
1.2 per 1,000PY) [6]. We therefore believe that a select-
ive bias towards severe patients is not a major factor
explaining the low incidence rate although we need to
colect the information about health care seeking behav-
iour within the community to determine the actual inci-
dence of CAP. Third, the age distribution is substantialy
diferent; the proportion of the elderly in Vietnam is lower
than those in Western counties. Although the one-year
estimated incidence of CAP in Spain was higher than our
estimates, their age group-specific incidences were com-
patible with our estimates: 0.7, 1.1, 2.4, and 5.3 per 1,000
PY for the age groups of 15–44, 45–64, 65–74, and over
75 years, respectively [6]. This finding indicates that the
relatively low one-year incidence of CAP was mainly
atributable to diferences in the population structures.
A similar large-scale study conducted in Thailand also
showed a slightly higher incidence, but that study included
children under 5 years old with a very high incidence rate
of pneumonia [12].
Aetiology of CAP
H.influenzae andS.pneumoniaeare known to be com-
mon causes of adult CAP. Similarly, these pathogens
were most frequently detected in adult patients with
CAP in our study. WhereasS.pneumoniaewas detected
in 25% of samples, which is comparable with the results
of other studies showing positivity of 9 to 48% [11], the
proportion of positivity forH.influenzae (28%) in our
study was substantialy higher than previously reported:
2.7–6% in Sweden, Spain, and Thailand [14,28,29]. This
diference may be because we used molecular tech-
niques. There were some discrepancies between bacterial
culture and PCR; more positive results were observed in
PCR than culture but this tendency was compatible with
previously published reports [15,30]. PCR methods are
known to detect pathogens even just a few days after be-
ing exposed to antibiotics, which is dificult to detect
with conventional bacterial culture [15]. We believe that
molecular techniques are more appropriate for pathogen
surveys because the results are less afected by pre-
exposure to antibiotics. It is generaly dificult to distin-
guish bacteria colonised in the oral cavity from bacteria
as a causative pathogen. Quality assessment of sputum
samples is therefore important; Gram staining can
Figure 5The predicted number of adult CAP patients in
Vietnam in 2009, 2020, and 2030.The age-group specific number
of CAP patients was estimated using the predicted population number
[7] and our age group-specific incidence estimates.
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simultaneously performed Gram staining and assessed
the quality of sputum samples. Unfortunately, obtaining
good quality sputum was found to be dificult. Only 11%
turned out to be 4 or 5 in Geckler’s category. The pro-
portion of positive samples and the patern of pathogens
did not significantly difer between good quality samples
and those with lower quality. Furthermore, preceding anti-
biotic use might have afected the sensitivity of bacterial
culture results. Although the clinical specimens were
colected before the administration of antibiotics in the
hospital, one-fourth of the patients in our study took anti-
biotics purchased at a local pharmacy prior to their admis-
sion. When al of these factors are considered, careful
interpretation of the aetiology results is necessary.
Respiratory viruses were detected in 21% of adult CAP
cases. This value is comparable with the results of other
studies from European countries, which showed that
12–32% of hospitalised CAP patients were viral positive
[31-33]. Influenza A and HRV are the leading pathogens
of childhood acute respiratory infections, but positivity
for these viruses was much lower in adults [12,32-34].
Recent evidence indicates that HRV can cause pneumo-
nia in very young children and in severely immunocom-
promised patients, but the role of HRV in pneumonia
among immunocompetent adults remains controversial
[32,34]. Although our finding could not confirm lower
respiratory infection with HRV, the high prevalence of
HRV detected from nasopharynx samples in adult CAP
cases suggests the involvement of HRV as a cause of
pneumonia [34]. RSV is also not uncommon in the adult
population, as Falsey reported that RSV infection
accounted for 11% of pneumonia among elderly and at-
risk adults in the winter season in the USA [35]. In our
study, RSV positives accounted for 6% of hospitalised
CAP patients during the RSV season, July to November
in Central Vietnam [16].
Evidence in several studies indicates that viral infection
is an important trigger of secondary bacterial infection;
previous viral infection might impair mucosal barriers in
the respiratory system and make the host susceptible to
bacterial infection [36,37]. Furthermore, we have previ-
ously reported that the bacterial burden ofS.pneumoniae
in nasopharyngeal swabs was significantly higher in virus
co-infected patients [17]. In the current study, patients
with single bacterial infection had a significantly longer
duration prior to hospital admission compared with pa-
tients with virus infection. It is plausible that patients with
single bacterial infection have had a previous viral infec-
tion, which had resolved by the time of hospitalisation.
Influence of HIV/AIDS patients
We included 7 cases with known HIV infection. While
some similar studies in other regions excluded immuno-suppressed patients [29] or restricted to previously wel
patients [18], others did not exclude these patients
[4,6,12,24,26]. Our concern was that the regional vari-
ation in the prevalence of HIV infection could afect the
incidence of pneumonia. However, even excluded these
patients the incidence of CAP was not changed much
(0.81/1,000 population-year, 95%CI 0.71-0.91). The aeti-
ology of pneumonia amongst patients with HIV/AIDS
may difer, but because of limited laboratory resource,
we couldn’t test for additional pathogens likeP.jirovecci,
cytomegarovirus or criptococcus. In one HIV positive
case, co-infection ofS.pneumoniaeand adenovirus was
detected by bacterial culture and viral PCR. One single
H.influenzaeinfection, two singleS.pneumoniaeinfec-
tions and one co-infection withS.pneumoniaeandH.
influenzaewere detected from bacterial PCR, and no
pathogen was detected from the other 3 cases. Thus the
aetiology in HIV infected cases was not apparently dif-
ferent from those without HIV infection.
Limitations of the study
Despite the prospective survey, to which one dedicated
clinician and one research assistant were atached for
checking those enrolments, a considerable proportion of
ICD10-coded-pneumonia was not enroled. This situ-
ation was mainly due to certain pneumonia patients who
were un-diagnosed on admission, and this tendency was
particularly observed in elderly patients, who often
lacked symptoms of acute respiratory infection on ad-
mission. We therefore identified al hospitalised CAP
using the admission records and went on to estimate the
incidence, adjusting for enrolment. In the current study,
we had to make an assumption that the proportion of
X-ray confirmed CAP was same in the whole cases of
ICD-10 code pneumonia. This assumption may not be
true but we could not review chest X-rays amongst
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cases, because their chest X-rays were kept by patients,
not stored in the hospital. The dificulty stil remains in
distinguishing nosocomial pneumonia from CAP in
ICD-10 coded pneumonia cases. However, the length of
hospital stay amongst patients with nosocomial pneumonia
is expected to be longer than those with CAP [38]. The
similarity of the length in our study groups indicates that
the majority of ICD-10 coded pneumonia cases were not
nosocomial pneumonia. Another limitation comes from
dificulties in colecting good-quality sputum specimens, as
was discussed above.
Population ageing and CAP
Our study revealed that the one-year estimated inci-
dence of CAP was relatively low in the current adult
population in Vietnam, but we showed that both the in-
cidence and the case fatality ratio drasticaly increased
with age and were highest among the elderly. This ob-
servation indicates that the disease burden wil rapidly
increase as the population gets older. According to the
United Nations Population Fund (UNFPA), the Vietnam-
ese elderly population (persons aged≥65 years) wil
reach 11 milion (11%) in 2030, which is almost double
the 2009 percentage [7]. According to our estimates, the
annual number of hospitalised adult CAP patients in al
of Vietnam wil increase from 2009 to 2030 by 55% in
people aged≥15 years and by 79% in those aged≥65
years (Figure 5). Early intervention, such as vaccination
againstS.pneumoniaeand influenza for the adult popu-
lation, is warranted to address this foreseeable problem
in Vietnam and other countries in SEA.
Conclusion
We revealed that age distributed incidence of CAP in
Vietnam are similar to developed countries and esti-
mated number of CAP patients would increase by rapid
shift for aging population.H.influenza,S.pneumoniae
and Influenza A virus were major pathogen detected.
Additional file
Additional file 1: Table S1.The number of positive and negative cases
between bacterial culture and PCR.
Competing interests
The authors declare that they have no competing interests.
Authors’contributions
KT participated in its design, colecting the data as a dedicated research
clinician, analysed and interpreted the data and drafted the manuscript. MS
helped interpreting and analysing data and revised the manuscript. LNM
caried out molecular biological analysis. NHA caried out molecular
biological analysis and coordinate the study. LTMH, TVVS and PTL
participated in making enrolment criteria and colecting the data. NTTA
caried out conventional biological studies. LHT coordinated the project
and participated in its design. KM participated in its design and helped tointerpret the data. PEK revised the manuscript. DDA participated in its design
and coordination. KA participated in its design and helped to draft the
manuscript. LMY participated in its design and coordination, helped to draft
the manuscript. Al authors read and approved the final manuscript.
Acknowledgements
The authors gratefuly acknowledge the individuals who helped to colect
and analyse the clinical data: Luu Trung Hieu, Le Ngoc Khanh and other staf
members from the Khanh Hoa Health Service, Nha Trang, Vietnam; Nguyen
Thi Tho, Huynh Van Thuong and Phan Thi Thanh The from Khanh Hoa
General Hospital, Nha Trang, Vietnam; Reiko Miyahara, Nagasaki University,
Nagasaki, Japan.
Funding
This work was supported by the Japan Initiative for Global Research Network
on Infectious Diseases (J-GRID), Ministry of Education, Culture, Sports, Science
and Technology, Japan.
Author details
1Department of Clinical Medicine, Institute of Tropical Medicine, Nagasaki
University, 1-12-4 Sakamoto, Nagasaki, Japan.2National Institute of Hygiene
and Epidemiology, 1 Yersin, Hai Ba Trung, Hanoi, Vietnam.3Khanh Hoa
General Hospital, 19 Yersin, Loc Tho, Nha Trang, Khanh Hoa, Vietnam.4Khanh
Hoa Health Service, 3 Han Thuyen, Nha Trang, Khanh Hoa, Vietnam.5Wayne
State University, 5057, Woodward Avenue #3101, Detroit, MI, USA.
Received: 28 September 2012 Accepted: 20 June 2013
Published: 1 July 2013
References
1. Lim WS, Baudouin SV, George RC, Hil AT, Jamieson C, Le Jeune I,
Macfarlane JT, Read RC, Roberts HJ, Levy ML, Wani M, Woodhead MA:BTS
guidelines for the management of community acquired pneumonia in
adults: update 2009.Thorax2009,64 Suppl 3(Suppl II):ii1–ii55.
2. Mandel LA, Wunderink RG, Anzueto A, Bartlet JG, Campbel GD, Dean NC,
Dowel SF, File TM, Musher DM, Niederman MS, Tores A, Whitney CG:
Infectious Diseases Society of America/American Thoracic Society
consensus guidelines on the management of community-acquired
pneumonia in adults.Clin Infect Dis2007,44 Suppl 2(Suppl 2):S27–S72.
3. Causes of death 2008 : data sources and methods.htp://www.who.int/
healthinfo/global_burden_disease/cod_2008_sources_methods.pdf.
4. Almiral J, Bolíbar I, Vidal J, Sauca G, Col P, Niklasson B, Bartolomé M,
Balanzó X:Epidemiology of community-acquired pneumonia in adults: a
population-based study.Eur Respir J2000,15:757–763.
5. Simmerman JM, Chitaganpitch M, Levy J, Chantra S, Maloney S, Uyeki T,
Areerat P, Thamthitiwat S, Olsen SJ, Fry A, Ungchusak K, Bagget HC,
Chunsutiwat S:Incidence, seasonality and mortality associated with
influenza pneumonia in Thailand: 2005–2008.PLoS One2009,4:e7776.
6. Gutiérez F, Masiá M, Mirete C, Soldán B, Rodríguez JC, Padila S, Hernández I,
Royo G, Martin-Hidalgo A:The influence of age and gender on the
population-based incidence of community-acquired pneumonia caused
by diferent microbial pathogens.JInfect2006,53:166–174.
7. Population projections for vietnam 2009–2049.htp://vietnam.unfpa.org/
webdav/site/vietnam/shared/Census publications/4_Population-
Projections.pdf.
8. Brown JS:Geography and the aetiology of community-acquired
pneumonia.Respirology2009,14:1068–1071.
9. Maxmen A:On The Trail of Disease in Southeast Asia.J Exp Med2009,206:7.
10. Step-by-step approach for development and implementation of hospital
antibiotic policy and standard treatment guidelines.htp://apps.who.int/
medicinedocs/documents/s19184en/s19184en.pdf.
11. Song J-H, Thamlikitkul V, Hsueh P-R:Clinical and economic burden of
community-acquired pneumonia amongst adults in the Asia-Pacific
region.Int J Antimicrob Agents2011,38:108–117.
12. Olsen SJ, Thamthitiwat S, Chantra S, Chitaganpitch M, Fry AM, Simmerman JM,
Bagget HC, Peret TCT, Erdman D, Benson R, Talkington D, Thacker L,
Tondela ML, Winchel J, Fields B, Nicholson WL, Maloney S, Peruski LF,
Ungchusak K, Sawanpanyalert P, Dowel SF:Incidence of respiratory
pathogens in persons hospitalized with pneumonia in two provinces in
Thailand.Epidemiol Infect2010,138:1811–1822.
Takahashiet al. BMC Infectious Diseases2013,13:296 Page 11 of 11
htp:/www.biomedcentral.com/1471-2334/13/29613. Lutfiyya MN, Henley E, Chang LF, Reyburn SW:Diagnosis and treatment of
community-acquired pneumonia.Am Fam Physician2006,73:442–450.
14. Johansson N, Kalin M, Tiveljung-Lindel A, Giske CG, Hedlund J:Etiology of
community-acquired pneumonia: increased microbiological yield with
new diagnostic methods.Clin Infect Dis2010,50:202–209.
15. Abdeldaim GMK, Strålin K, Korsgaard J, Blomberg J, Welinder-Olsson C,
Hermann B:Multiplex quantitative PCR for detection of lower respiratory
tract infection and meningitis caused by Streptococcus pneumoniae,
Haemophilus influenzae and Neisseria meningitidis.BMC Microbiol2010,
10:310.
16. Yoshida LM, Suzuki M, Yamamoto T, Nguyen HA, Nguyen CD, Nguyen AT,
Oishi K, Vu TD, Le TH, Le MQ, Yanai H, Kilgore PE, Dang DA, Ariyoshi K:
Viral pathogens associated with acute respiratory infections in Central
Vietnamese children.Pediatr Infect Dis J2010,29:75–77.
17. Vu HTT, Yoshida LM, Suzuki M, Nguyen HAT, Nguyen CDL, Nguyen ATT,
Oishi K, Yamamoto T, Watanabe K, Vu TD:Association between
nasopharyngeal load of Streptococcus pneumoniae, viral coinfection,
and radiologicaly confirmed pneumonia in Vietnamese children.
Pediatr Infect Dis J2011,30:11–18.
18. Macfarlane J, Holmes W, Gard P, Macfarlane R, Rose D, Weston V, Leinonen M,
Saikku P, Myint S:Prospective study of the incidence, aetiology and
outcome of adult lower respiratory tract ilness in the community.
Thorax2001,56:109–114.
19. Geckler R, McAlister C, Gremilion D, Elenbogen C:Clinical value of paired
sputum and transtracheal aspirates in the initial management of
pneumonia.Chest1985,87:631–635.
20. Cherian T, Mulholand EK, Carlin JB, Ostensen H, Amin R, De CM, Greenberg
D, Lagos R, Lucero M, Madhi SA, Brien KLO, Obaro S, Steinhof MC, Working
R:Standardized interpretation of paediatric chest radiographs for the
diagnosis of pneumonia in epidemiological studies.Bul World Health
Organ2005,83:353–359.
21. Lim WS:Defining community acquired pneumonia severity on
presentation to hospital: an international derivation and validation
study.Thorax2003,58:377–382.
22. Lay-Myint Y, Motoi S, Nguyen Hien A, Le Nhat M, Vu Dinh T, Hiroshi Y,
Wolf-Peter S, Nguyen Thi Thuy A, Le Huu T, Konosuke M, Hiroyuki M, Dang
Duc A, Koya A:Respiratory Syncytial Virus, its Co-infection and Paediatric
Lower Respiratory Infections.Euro Resp J. in press.
23. Hien TT, Boni MF, Bryant JE, Ngan TT, Wolbers M, Nguyen TD, Truong NT,
Dung NT, Ha DQ, Hien VM, Thanh TT, Nhu LNT, Uyen LTT, Nhien PT,
Chinh NT, Chau NVV, Farar J, Van Doorn HR:Early pandemic influenza
(2009 H1N1) in Ho Chi Minh City, Vietnam: a clinical virological and
epidemiological analysis.PLoS Med2010,7:e1000277.
24. Wat JP, Moïsi JC, Donaldson RL A, Reid R, Fero S, Whitney CG, Santosham M,
O’Brien KL:Measuring the incidence of adult community-acquired
pneumonia in a Native American community.Epidemiol Infect2010,
138:1146–1154.
25. Schnoor M, Hedicke J, Dalhof K, Raspe H, Schäfer T:Approaches to
estimate the population-based incidence of community acquired
pneumonia.J Infect2007,55:233–239.
26. Jokinen C, Heiskanen L, Juvonen H, Kalinen S, Karkola K, Korppi M, Kurki S,
Rönnberg PR, Seppä A, Soimakalio S:Incidence of community-acquired
pneumonia in the population of four municipalities in eastern Finland.
Am J Epidemiol1993,137:977–988.
27. Capelastegui A, España PP, Bilbao A, Gamazo J, Medel F, Salgado J,
Gorostiaga I, Esteban C, Altube L, Gorordo I, Quintana JM:Study of
community-acquired pneumonia: incidence, paterns of care, and
outcomes in primary and hospital care.J Infect2010,61:364–371.
28. Almiral J, Boixeda R, Bolíbar I, Bassa J, Sauca G, Vidal J, Sera-Prat M,
Balanzó X:Diferences in the etiology of community-acquired
pneumonia according to site of care: a population-based study.
Respir Med2007,101:2168–2175.
29. Watanathum A:Community-Acquired Pneumonia in Southeast Asia:
The Microbial Diferences Between Ambulatory and Hospitalized
Patients.Chest2003,123:1512–1519.
30. Kais M, Spindler C, Kalin M, Ortqvist A, Giske CG:Quantitative detection
of Streptococcus pneumoniae, Haemophilus influenzae, and Moraxela
catarhalis in lower respiratory tract samples by real-time PCR.
Diagn Microbiol Infect Dis2006,55:169–178.
31. Falsey AR, Walsh EE:Viral pneumonia in older adults.Clin Infect Dis2006,
42:518–524.32. Lieberman D, Shimoni A, Shemer-Avni Y, Keren-Naos A, Shtainberg R,
Lieberman D:Respiratory viruses in adults with community-acquired
pneumonia.Chest2010,138:811–816.
33. Ruuskanen O, Lahti E, Jennings LC, Murdoch DR:Viral pneumonia.
Lancet2011,377:1264–1275.
34. Papadopoulos NG, Bates PJ, Bardin PG, Papi A, Leir SH, Fraenkel DJ, Meyer J,
Lackie PM, Sanderson G, Holgate ST:Rhinoviruses Infect the Lower
Airways.JInfect Dis2000,181:1875–1884.
35. Falsey AR, Hennessey PA, Formica MA, Cox C, Walsh EE:Respiratory
syncytial virus infection in elderly and high-risk adults.N Eng J Med2005,
352:1749–1759.
36. Van der Sluijs KF, Van der Pol T, Luter R, Jufermans NP, Schultz MJ:
Bench-to-bedside review: bacterial pneumonia with
influenza - pathogenesis and clinical implications.Crit Care2010,14:219.
37. Wunderink RG:Influenza and bacterial pneumonia–constant companions.
CritCare2010,14:150.
38. Karhu J, Ala-Kokko TI, Ylipalosaari P, Ohtonen P, Laurila JJ, Syrjälä H:
Hospital and long-term outcomes of ICU-treated severe
community- and hospital-acquired, and ventilator-associated pneumonia
patients.Acta Anaesthesiol Scand2011,55:1254–1260.
doi:10.1186/1471-2334-13-296
Cite this article as:Takahashiet al.:The incidence and aetiology of
hospitalised community-acquired pneumonia among Vietnamese
adults: a prospective surveilance in Central Vietnam.BMC Infectious
Diseases201313:296.Submit your next manuscript to BioMed Central
and take ful advantage of: 
• Convenient online submission
• Thorough peer review
• No space constraints or color figure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at 
www.biomedcentral.com/submit
